IN THE CLAIMS: 



Please amend claims 1 , 3, 5, 6, 9 and 1 1 as follows: 



y 



1 . (Amended) A compound which/s an acryloyl substituted distamycin derivative 
of formula 




(I) 



wherein: 
n is 2, 3 or 4; 
m is 1 or 2; 

Ri and R 2 , which aVe the same or different, are selected from hydrogen, halogen, and 
C r C 4 alkyl; 



R3 is hydrogen or halogen; 
B is selectea from 

/ 
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, -C-NR 7 R 8 , 



NH 2 



n N— R 9 



R 5 



NH 2 

\ and / C=N ; 

N-0— R 12 



wherein R4, R5, R6, R7, Rs, R10, R11 arid R12 are, independently from each other, 
hydrogen or C1-C4 alkyl; and R 9 is/nydrogen or hydroxy; 
or a pharmaceutical^ acceptably salt thereof; 
provided that 

a) if an R4, R 5 or R 6 group ^present, then at least one of R4, R 5 and R 6 is alkyl; and 

b) at least one of the hete/ocyclic rings within the polyheterocyclic chain is other than 
pyrrole. 




3. (Twic^ Amended) A compound according to claim 1 wherein 
n is 3 or 4; 




wP mis1; 



R1 and R2 are hydrogen; 
R3 is chlorine or bromine; 
B is selected from 
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N-CN 




O 

II 

— C— NR 7 R 8 



NH 2 

H X >- 



N— R 9 



and C=N ; 



N-O— R 



12 



wherein R4, R5, R6./R7, Rs. R10, R11 and R12 are, independently from each other, 
hydrogen or methyl; and Rg is hydrogen. 



T 



5. (Amended) A compound selected/from the group consisting of: 
3 - (1-methyl-4-(1-methyl-4-(1-m 

pyrazole-5-carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propioncy^namidine; 
3 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(1 -methyl-3-(a-bromoacrylamido) 
pyrazole-5-carboxamido) pyrrol/-2-carboxamido) pyrrole-2-carboxamido) 



/ 



pyrrole-2-carboxamido) propion-N-methylamidine; 



7 



3 - (1-methyl-4-(1-methyl-4-(1^methyl-4-(1-methyl-3-(a-chloroacrylamido) 
pyrazole-5-carboxamidoVpyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido)/propion-N-methylamidine; 
3 - (1-methyl-4-(1-methyl/4-(1-methyl-4-(1-methyl-3-(a-bromoacrylamido) pyrazole- 
5-carboxamido) pyrrple-2-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) prop/on-N.N'-dimethylamidine; 
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3 - (l-methyl-^l-methyM^I-methyl-^l-methyl-a^a-bromoacrylamido) pyrazole- 

5-carboxamido) pyrrole-2-carboxamido) pyrrolfc^-carboxamido) pyrrole-2- 

carboxamido) propion-N.N'-dimethylamidine;/ 
3 - (1-methyl-4-(1-methyl-4-(l-methyl-4-(1-i^hyl-3-((a-chloroacrylam pyrazole- 

5-carboxamido) pyrrole-2-carboxamido^ pyrroLe-2-carboxamido) pyrrole-2- 

carboxamido) propion-N.N'-dimethylarnidine; 
3 - (1-methyl-4-(1-methyl-4-(1-methyl-/-(1-methyl-3-(a-bromoacrylamido) pyrazole- 

5-carboxamido) pyrrole-2-carboxarnido) pyrrole-2-carboxamido) pyrrole-2- 

carboxamido) propion-N.N.N'-tr/methylamidine; 
3 - (1-methyl-4-(1-methyl-4-(l-m^ pyrazole- 

5-carboxamido) pyrrole-2-ca/boxamido) pyrrol e-2-carboxam id o) pyrrole-2- 



carboxamido) propionamide/ 
3 - (1 -methyl-4-(1 -methyl-4-01 -methyl-4-(1 -methyl-3-(a-bromoacrylamido)pyrazole- 

5-carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 

carboxamido) propion-N-fnethylamide; 
2 - (1-methyl-4-(1-methylM pyrazole- 

5-carboxamido) pyrrole'-2-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 

carboxamido) ethylguanidine; 

/ / 

2 - (1-methyl-4-(lMTietfoyJ-4-(1-me^ pyrazole- 
5-carboxamido) pyrrble-2-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 

/ / 

carboxamido) ethylguanidine; 
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- (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(1 -methyl-3-(a-bromoacrylamido) pyrazole- 
5-carboxamido) pyrrole-2-carboxamido) pyrrole-2-carbaxamido) pyrrole-2- 
carboxamido) propyl-N.N-dimethylamine; / 

- (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(1 -methyl-3-(c/bromoacrylamido) pyrazole- 
5-carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) propionamidoxime; / 

-(1-methyl-4-(1-methyl-4-(1-methyl-4-(1-metl^l-3-(a-chloroacrylamid pyrazole- 
5-carboxamido) pyrrole-2-carboxamido) p/rrole-2-carboxamido) pyrrole-2- 
carboxamido) propionamidoxime; / 

-(1-methyl-4K1-methyl-4-(1-methyl-4-(l/methyl-3-(a-bromoacrylamido) pyrazole- 
5-carboxamido) pyrrole-2-carboxamj)flo) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) propion-O-methylamraoxime; 

(1-methyl-4-(1-methyl-4-(1-methyf-4-(1-methyl-3-(a-chloroacrylamido) pyrazole- 
5-carboxamido) pyrrole-2-carbo*amido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) propion-O-methwamidoxime; 

(1-methyl-4-(1-methyl-4-(1-methyl-4-(1-methyl-3-(a-bromoacrylamido) pyrazole- 
5-carboxamido) pyrrole-2-carboxamido )pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) propionitrile/ 

(1-methyl-4-(1-methyl-4-/l-methyl-4-(1.methyl-3-(a-chloroacrylamido) pyrazole- 
5-carboxamido) pyrrole/2-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) propioni/rile; 



-6- 



(09/623,506) 



3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(1-methyl-4-(a-yromoacrylamido) 

imidazole-2-carboxamido) pyrrole-2-carboxamido/pyrrole-2-carboxamido) 

pyrrole-2-carboxamido) propioncyanamidine; / 
3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(1-met^l-4-(a-bromoacrylamido) 

imidazole-2-carboxamido )pyrrole-2-carb</xamido) pyrrole-2-carboxamido) 

pyrrole-2-carboxamido) propion-N-metfcfylamidine; 
3 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-fl -methyl-4-(a-bromoacrylamido) 

imidazole-2-carboxamido) pyrrole-2/carboxamido) pyrrole-2-carboxamido) 

pyrrole-2-carboxamido) propion-N/N'-dimethylamidine; 
3 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(a-bromoacrylamido) 

imidazole-2-carboxamido) pyrr<6le-2-carboxamido) pyrrole-2-carboxamido) 

pyrrole-2-carboxamido) propion-N.N.N'-trimethylamidine; 
3 - (1 -methyl-4-(1 -methyl-4-(1 -n/ethyl-4-(1 -methyl-4-(a-bromoacrylamido) 

imidazole-2-carboxamido) p/yrrole-2-carboxamido) pyrrole-2-carboxamido)) 

pyrrole-2-carboxamido prapionamide; 
3 - (1 -methyl-4-(1 -methyl-4-(i-methyl-4-(1 -methyl-4-(a-bromoacrylamido) 

imidazole-2-carboxamidd) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido/propion-N-methylamide; 
2 - (1 -methyl-4-(1 -methyl/4-(1 -methyl-4-(1 -methyl-4-(a-bromoacrylamido) 
imidazole-2-carboxatfiido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxam/do) ethylguanidine; 
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2 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(a-dhloroacrylamido) 

imidazole-2-carboxamido) pyrrole-2-carboxamido/ pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) ethylguanidine; / 

3 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(a-bromoacrylamido) 

imidazole-2-carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propyl-N.N-dimfethylamine; 

3- (1-methyl-4-(1-methyl-4-(1-methyl-4-^l-methyl-4-(a-bromoacrylamido) 
imidazole-2-carboxamido) pyrrole-2^carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propionamidoxime; 

3-(1-methyl-4-(1-methyl-4-(1-metl^l-4-(1-methyl-4-(a-chloroacrylamid 
imidazole-2-carboxamido) pyrrble-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propionamidoxime; 

3-(1-methyl-4-(1-methyl-4-(1yfnethyl-4-(1-methyl-4-(a-bromoacrylamido) 
imidazole-2-carboxamido/pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) j/ropion-O-methylamidoxime; 

3-(1-methyl-4-(1-methyl-y-(1-methyl-4-(1-methyl-4-(a-chloroacrylamido) 
imidazole-2-carboxam/do) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propion-O-methylamidoxime; 

3-(1-methyl-4-(1-metyyl-4-(1-methyl-4-(1-methyl-4-(a-bromoacrylamido) 
imidazole-2-carbox / amido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxa/mido) propionitrile; 
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-(1-methyl-4-(1-methy^ pyrazole- 

5-carboxamido) pyrazole-5-carboxamido) pyrrol<^2-carboxamido) pyrrole-2- 

carboxamido) propion-N-methylamidine; 
-(1-methyM-(1-methyl-4-(1-me^ pyrazole- 

5-carboxamido) pyrazole-5-carboxamido)ypyrrole-2-carboxamido) pyrrole-2- 

carboxamido) propion-N-methylamidine]! 

-(1-methyl-4-(1-methyl-4-(1-methyl-3-(/methyl-3-(a-bromoacrylamido) pyrazole- 

5-carboxamido) pyrazole-5-carboxamido )pyrrole-2-carboxamido) pyrrole-2- 

carboxamido) propion-N.N'-dimethMamidine; 
- (1 -methyl-4-(1 -methyl-4-(1 -methv(-3-(1 -methyl-3-(a-bromoacrylamido) pyrazole- 

5-carboxamido) pyrazole-5-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 

carboxamido) propion-N.N.Nyrimethylamidine; 
-(1-methyl-4-(1-methyl-4-(1-methyl-3-(1-methyl-3-(a-bromoacrylamido) pyrazole- 



5-carboxamido) pyrazole-S&arboxamido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) propion-N-methylamide; 

(1-methyl-4-(1-methyl-4-(1-methyl-3-(1-methyl-3-(a-bromoacrylamido) pyrazole- 
5-carboxamido) pyrazoje-5-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) ethylguanidine; 

(1-methyl-4-(1 -methyl pyrazole- 
5-carboxamido) pyrazole-5-carboxamido) pyrrole-2-carboxamido) pyrrole-2- 
carboxamido) ethyjguanidine; 
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3 - (1-methyl-4-(1-methyl-4-(1-methyl-3-(1-methyl-3-(a-ybmoacrylamido) pyrazole- 
5-carboxamido) pyrazole-5-carboxamido) pyrrole^-carboxamido) pyrrole-2- 
carboxamido) propionamidoxime; / 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-3-(1-meth/-3-(a-bromoacrylamid^ pyrazole- 

5-carboxamido) pyrazole-5-carboxamido) /yrrole-2-carboxamido) pyrrole-2- 

carboxamido) propionitrile; / 
3 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(l/methyl-4-(a-bromoacrylamido) 

imidazole-2-carboxamido) imidazolei-carboxamido) pyrrole-2-carboxamido) 

pyrrole-2-carboxamido) propioncyanamidine; 

3-(1-methyl-4-(1-methyl-4-(1-methy/-4-(^methyl-4-(a-bromoacrylamido) 
imidazole-2-carboxamido) imidazole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propiorf-N-methylamide; 

3-(1-methyl-4-(1-methyl-4-(1-mithyl-4-(1-methyl-4-(a-bromoacrylam 

imidazole-2-carboxamido)in/idazole-2-carboxamido) pyrrole-2-carboxamido) 
pyrrole-2-carboxamido) propion-N.N-dimethylamine; 

3-(1-methyl-4-(1-methyl-4-(y-methyl-4-(1-methyl-4-(a-bromoacrylam 

imidazole-2-carboxamido)imidazole-2-carboxamido) pyrrole-2-carboxamido) 

pyrrole-2-carboxamido)i>ropion-0-methylamidoxime; 
3-(1-methyl-4<1-methyl-i-(1-methyl-4-(1-methyl-4-(a-bromoacrylamido^ 

imidazole-2-carboxary!do)imidazole-2-carboxamido) pyrrole-2-carboxamido) 

pyrrole-2-carboxamido) propionitrile; 
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3 - (1-methyl-3-(1 -methyl^ pyrrole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamfdo) pyrazole-5- 
carboxamido) propion-N-methylamidine; / 

3 - (1-methyl-3-(1-methyl-4-(1-methyl-4-(1-methyl-4-(a-b^omoacrylamido) pyrrole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-ca/boxamido) pyrazole-5- 
carboxamido) propion-N.N'-dimethylamidine; / 

2 - (1-methyl-3-(1-methyl-4-(1-methyl-4-(1-meth/4-(a-bromoacrylamido) pyrrole-2- 

carboxamido) pyrrole-2-carboxamido) pyrrolfe-2-carboxamido) pyrazole-5- 
carboxamido) ethylguanidine; / 

3 - (1-methyl-3-(1-methyl-4-(1-methyl-4-(lZethyl-4-(a-bromoacrylamido) pyrrole-2- 

carboxamido) pyrrole^-carboxamido/) pyrrole-2-carboxamido) pyrazole-5- 
carboxamido) propionamidoxime; / 

3 - (1-methyl-4-(1-methyl-4-(1-methy1-4-(1-methyl-4-(a-bromoacrylamido) pyrrole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) imidazole-2- 
carboxamido) propion-N-methylamidine; 

3 - (1-methyl-4-(1-methyl-4-(liethyl-4-(1-methyl-4-(a-bromoacrylamido) pyrrole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) imidazole-2- 
carboxamido) propionamide; 

2 - (1-methyl-4-(1-methyl/4-(1-methyl-4-(1-methyl-4-(a-bromoacrylamido) pyrrole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) imidazole-2- 
carboxamido)ethylduanidine; 



- 11 - 



(09/623,506) 



3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(1-methyl-4-(a-bro^acrylamido) pyrrole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) imidazole-2- 
carboxamido) propionamidoxime; / 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(1-methyl^(a-bromoacryla pyrazole- 

5-carboxamido) imidazole-2-carboxamido)-2*tarboxamido) pyrrole-2- 

carboxamido) pyrrole-2-carboxamido) propionamidoxime; 
3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(1^ethyl-3-(a-bromoacrylamido) pyrazole- 

5-carboxamido )imidazole-2-carboxan4lo) pyrrole-2-carboxamido) pyrrole-2- 

carboxamido) propionitrile; / 

3 - (1-methyl-4-(1-methyl-4-(1-methy/3-(a-bromoacrylamido) pyrazole-5- 
carboxamido) pyrrole-2-carboxafmido) pyrrole-2-carboxamido) 
propioncyanamidine; / 

3 - (1-methyl-4-(1-methyl-4-(iy e thy|.3-(a-bromoacrylamido) pyrazole-5- 
carboxamido) pyrrole-2-catfboxamido) pyrrole-2-carboxamido) propion-N- 
methylamidine; / 

3 - (1-methyl-4-(1-methyl-4/(1-methyl-3-(a-chloroacrylamido) pyrazole-5- 
carboxamido) pyrrole-2/-carboxamido) pyrrole-2-carboxamido) propion-N- 
methylamidine; / 

3 - (1-methyl-4-(1-methy<-4-(1-methyl-3-(a-bromoacrylamido) pyrazole-5- 
carboxamido) pyrro/e-2-carboxamido) pyrrole-2-carboxamido) propion-N.N'- 
dimethylamidine; / 
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3 - (1-methyl-4-(1-methyl-4-(1-methyl-3-(a-bromoacrylar^) pyrazole-5- 

carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) propion-N,N,N'- 
trimethylamidine; 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-3-(a-brom^acrylamido) pyrazole-5 

carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) propionamide; 

2 - (1-methyl-4-(1-methyl-4-(1-methyl-3-(a-yromoacrylamido) pyrazole-5- 

carboxamido) pyrrole-2-carboxamidoVpyrrole-2-carboxamido) ethylguanidine; 

2 - (1-methyl-4-(1-methyl-4-(1-methyl-3/(a-chloroacrylamido) pyrazole-5- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) ethylguanidine; 

3 - (1-methyl-4-(1-methyl-4-(1-metlTyl-3-(a-bromoacrylamido) pyrazole-5- 

carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
propionamidoxime; 

3-(1-methyl-4-(1-methyl-4-(iymethyl-3-(a-chloroacrylamido)pyrazole-5 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) 
propionamidoxime; / 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-3-(a-bromoacrylamido) pyrazole-5- 
carboxamido) pyrrole/2-carboxamido) pyrrole-2-carboxamido) propionitrile; 

3 - (1-methyl-4-(1-metlwl-4-(1-methyl-4-(a-bromoacrylamido) imidazole-2- 
carboxamido) pyrr6le-2-carboxamido) pyrrole-2-carboxamido) 
propioncyanamid/ne; 

3 - (1-methyl-4-(1-i4hyl-4-(1-methyl-4-(a-bromoacry^ imidazole-2- 
carboxamido) Ayrrole-2-carboxamido) pyrrole-2-carboxamido) propion-N- 



methylamidine' 



\ 
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3 - (1 -methyl-4-(1 -methyl-4-(1 -methyl-4-(a-bromoacrylamido) imidazole-2- 
carboxamido) pyrrole-2-carboxamido) pyrrole-2-carboxamido) propion-N.N'- 
dimethylamidine; / 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(a-bromoai^ylamido) imidazole-2- 

carboxamido) pyrrole-2-carboxamido) pyrrole4-carboxamido) propion-N.N.N'- 
trimethylamidine; / 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(a-br6moacrylamido) imidazole-2- 
carboxamido) pyrrole-2-carboxamido) p/rrole-2-carboxamido) propionamide; 

3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-((/-bromoacrylamido) imidazole-2- 
carboxamido) pyrrole-2-carboxamid(/) pyrrole-2-carboxamido) propion-N- 
methylamide; / 

2 - (1-methyl-4-(1-methyl-4-(1-methyi-4-(a-bromoacrylamido) imidazole-2- 

carboxamido) pyrrole-2-carboximido) pyrrole-2-carboxamido) ethylguanidine; 

3 - (1-methyl-4-(1-methyl-4-(1-m6/thyl-4-(a-bromoacrylamido) imidazole-2- 

carboxamido) pyrrole-2-carbbxamido) pyrrole-2-carboxamido) propion-N.N- 
dimethylamine.; / 

3 - (1-methyl-4-(1-methyl-4yi-methyl-4-(a-bromoacrylamido) imidazole-2- 
carboxamido) pyrrole-2/carboxamido) pyrrole-2-carboxamido) 
propionamidoxime; / 

3 - (1-methyl-4-(1-meth/l-4-(1-methyl-4-(a-bromoacrylamido) imidazole-2- 
carboxamido) pym6le-2-carboxamido) pyrrole-2-carboxamido) propion-0- 
methylamidoxime; 
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3 - (1-methyl-4-(1-methyl-4-(1-methyl-4-(a-brom^acrylamido) imidazole-2- 

carboxamido) pyrrole-2-carboxamido) pyrpble-2-carboxamido) propionitrile; and 
the pharmaceutical^ acceptable salts tbtereof. 



6. (Amended) A process ffr preparing a compound as defined in cla 
1, which process comprises: 
(a) reacting a compound of formula: 




im 



(III) 



wherein R 1f R 2 , and R 3 , are as defined in claim 1; 
p is as defined above; 
z is hydroxy or a/leaving group; 
or: 
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(b) when B is equal to -CsN, reacting/ compound of formula: 





(IV) 



wherein n, m, R 1f R 2> and R 3 , are as defined above; 
with succinic anhydride;; and, 

(c) if desired, converting a compound of formula (I) into a pharmaceutical^ 
acceptable salt thereof. 




9. (Amended) A compound as defined in claim 1 for use in a method 
of treatment of a human or a/imal body by therapy. 




vfi^ 11 (Amended) A n/etnod of manufacturing 



a medicament for use as an 



antitumor agent comprising ^ilizing a compound as defined in claim 1 . 
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